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ft H-t oia*5 «k n - h* -r ^ d n a & e \z m-r z> . 

&tSLTV>3guanine nucleo tide-binding protein (JKT, G®eK£I»T 
T-5 c DNA©iiC^Ltt) > ^n^Tffi^^nTV^^feOfc^Vit^A 



WO 01/16316 PCT/JPOO/05684 

2 

* 7 >^Afc*tff*r sffiftjwsssfcfr &fr*rr*5 o , o «£ 5 £ itf snfc 

c DNA<»Jt@2?Wxpressed Sequence Tag (EST) LLX^—fl—T* 

^(DmmzMfetz z. t\mmx$> s. 

aaR, ^ofiB^^H^fc^nsoififc^-rsKft:, i^aest (Gas 
fe«fct;u^>H<i:saef! (GasR^ssn^-aaR) £©*g^tt& 
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zztzmuLtz (03) o z\n^omM.\zm^x, ^^\z 

(2) ±is (i) tB^cDgeKM^y^K^fc^©^ 

10 (3) ±IB (1) ftM<DW&m*3- KT5DNA£^Tf SDNA, 

(4) SE3W§: 2TS$n3igag3?iJ£WT£±fE (3) fEffcODN A, 

(5) ±IE (3) IE«ODNA^#T^^A^^^-> 

(6) ±IE (5) fS^m^^^^-T^K^$nfc^S^#:> 

(7) ±13 (6) fE*cCDJ§mijfcgl#:£&«U ±afi (1) mm<DW&m&4LJ& ' 
15 #«itL^^^<i:^m<!:-r^±IE (1) §d,M<Dm&m%rcte^(DM<Dmfem. 

(8) ±fE (1) fE«cC7)MeMt)b<«±f2 (2) geifc£>gB#^^K£fcft 

(9) ±!E (1) tZM<Dm&nbL<te±m (2) fEifc<2gB#^:/^ 
^<D&£^£;i££#$<i:T3±fE (1) mm<DW&n£tc\tt<DmzttT 

20 5'J#>K£>&£;£i*, 

do) ±ie (i) $zM<Dmmnhb<te±m (2) tEmogu^y^K^/i 
\t^<D&*m^%z\t*w®trz>vi3>\ i t±M (1) iB^osaMS^n 

(1 1) _hsE (1) lESc^gfiK&tXkLtfE (2) fE«0$#^:^K££ 
25 &^&£^WT5Cch£4$l&£1-5y#>K£±fE (1) fE«fc<2gaff££ 

K 

(12) ±|H (10) ffitt©**'J-->#£ffi*fcfcLkSH (11) 1E*£<£X 
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^U-->»7h^^T#^§, U#>K£±SB (1) f2$&W®fi 

(13) ±IB (10) !3«©X^U-->^te*fctt±IB (11) IB®©* 

(14) ±12 (3) IH«©DNAt/W^hU>^x>h^:*frTT/W^U 
^ XT 5 D N Afc £ £ JI#Tf 3 . 

10 (15) m&ntfi* ®SB^iJ#^: l"Z$Lt)i<n&7$;Wt.mm*<Dl&1Ztt.2 
TO± (*?£L<te, 1-3 0111, «fc9$?$L<fil~9fflg£, 
JfSKttftffl (l££«2j@) ) <D7$/mW£iLtz7S./MmPL ®m 

mmn: ix^t>^n^7^ym^mizi^rzit2m&,± m£L<t$, i~ 

15 tt2ffl) ) 075yBfed*#jDLfc7^yKSB^ (DS2^J#^ : lt^^ns 
75/&&^J4 J <Z>li;fc«2TOU: (#£L<&, l~3 0igl, 

l<^i~i ommm, $e>ti»*L<tt»ffl a*fc«2ffl) ) ©75/®! 
jWB© 757 ifii^^fcy 5 j w&n. &tziz@^n e. 7 

20 (16) ±|H (1) gH«©geSt'feL<tt-€-©ii*fctt±l3 (2) |H*OSR» 
(10) SB«©'J#>K©fc£#Si, 

(17) >J^f>K*«7>^T->'>X iJ^-tV-f b\ nl/vX 

-feph->, -i-D^^KY, *e 

25 tf-f h\ 7 P| J>, A'yyi/>yS/>, t^/FyX PACAP, -fe^I/^X 
^jU^7zf>, h~>, 7 Fl/^v^U >> VThX^fX GHRH, 

CRF, ACTH. GRP. PTH, VIP (A'77^f^y -Ot-XtV 
7>H UHr;F #'J^7^K) , V? h7.^>, MS>, 
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75'J>, CGRP (j3Jk>h->'/->^-f 

(chemokine) (flIAfcf, IL-8, GROa, GRO0, GROr, NAP- 
5 2, ENA-78, PF4, IP10, GCP-2, MCP~1> HC14, 
MCP-3, 1 -3 0 9, MlPla, MIP-1/3, RANTESfci?) , 

A^UTtV y^tfysy^-f K*fctt5tf7X>T»*±IH (9) |H«0'J 

10 (is) (i) ±13 (i) iB«©aeKt>L<tt*©**^tt±ia (2) mm 

©ffltf^T^Ffc IX U^>KtS«ftl!$-&fc«^t, (ii) ± 

IS (1) SB«OSeHfcL<»i^©ifi*fctt±Se (2) f3*©S5^^Kt) 

te?Z£Z&WlfTZ±m (11) IH«OX^U-x>^ft, 
15 (19) (i) ag»UiU#>K£±aH (1) IEmoMeK i foL<«^-cDlgS 
&«±IB (2) fBIJcCDg|5^y5 1 Kt)b<«-e©^{C^ffli$i±7t^t, (ii) 
SgaUfcU^f>K*«fcrXHK{k-&4»$±ffi (1) gBfcOgSKfcL 
££te±f3 (2) gE«0^^y^h**fctt«tOifi^gHtt$-&fc*^C*5Jt5, 
«»LfcU;*f>K0±IE (1) IH*©geK%>b<tt-€-Oia*/ttt±aH (2) 

#mt-r^'J^>H : i:±BB (1) HBIRoaeR^fctt-tWifttO^ttS^t: 

U-x>^&, 

(20) (i) «&l£u#>f&±3e (i) iBifcoseHs^rrsaHisic: 

SHtt^-frfc^t^ (ii) S«bfc'J^>K4Scfc^tt*lt:^S±ie (1) 13 
U-x>^S> 
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(2 1) (i) 8«LfcU#>K«:±B3 (1) l3«<0gaK££WT*iJIBfl&0 
mWMzWMZttmGrt* (ii) «&L&U#>F£J:tm»fc£to&±32 
(1) MO^eM^WTS^!S(DM^lc^M^#^^H^^?>, &flft 

5 £T3'J:tf>K£±fB (1) ia«OSaKSfctt^03!fitOilS^ttSSg{k$« 

(2 2) (i) g»Ufc'J;*/>F£±iH (6) «2*©^Ste»fr*^*r*^ 
t»cJ:oTR^K<Ett#oaBiaiKf3fBSbfcSe»^^*ii'fc«^t» (ii) 

s»ufcu^>H^«k^tt«wb^!»*±B2 (6) tmomn^mw^mmr^ 

(2 3) (i) ±12 (1) IH«OSe»*fctt-tOJf[S:ISItt^rS^'»S± 
15 IB (1) BE«©geK*^Wrs«HliangHtt$-&fc»^i:, (ii) ±13 (1) 

$OatfStt£ajj£U Jfc«T*::££#«£f SU#>K£±!B (l) IB*£©g 
20 ^fe, 

(2 4) ±fB (1) l3«OSaJt*fctt^-©ifi*fl&tt{|:-r-&{b^&±IH (6) 

iB^o^s^^^^rs^tUckoT^Ms^cDiffliai^ic^t^g 

aSH»tt*"&fc«^t, ±fB (1) iE*©gfi«S£fcre©&£igtefl:T* 
ffc£ttfc<fctfttlfcrt;£*&*±fB (6) IB*©^Kte«fr*««'rscilC«fco 
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(25) ±ts (i) fcmowt&n&mwtrzik&vmfi* 7>itT>'», 
->hvx pacap> -t^i^x if)]/ij^>. #;u->b->, TKi^y* 

5 ya'JX 77h7^f>, GHRH, CRF, ACTH, GRP, PTH, 
VIP (A'VJi'f^^ OWf'ftJl' T> H UKf^K #1)1 

y^K) , v?hx^x K-/15>, ^u>, 7^ux y^v^-x 

CGRP (*^yhz>y->UP-f^7K^H) » D-f^hUlX 
A°>^I/7X^>, -Jut.* ho>^t>, 7f;y>, 7 

10 FI/^UX a£cktf0-^;M> (chemokine) (fllAtf, IL-8, GR 
Oa, GROj3, GRO r > NAP-2, ENA-78, PF4, I P 1 0, 
GCP-2, MCP-1, HC14, MCP-3, 1 -3 0 9, MIPlo, 
MIP-1/3. RANTES&f) , X>K-fe'JX XX^ntf^HJX k 
*^5>, -a-Df>yX TRH, /^^l/7r^ y^tfU^:/^ 

15 fctt^7->-r*«±fia (2 3) £fcte±|H (2 4) ffi«OX^'J-->^ 

(2 6) ±12 (18) ~ (2 5) Ett©^^»J-->^j*T^€>n55. U 
#>K£±ffi (1) IH«oa6K*fctt-tOifii:©tt^ttS3B{l:S-&*^* 

20 (2 7) ±12 (1 8) ~ (2 5) EBHttOX* U-x>^#ffiT?ft 5*1-5 
U#>K£±f2 (1) BM<Dm&n%rz\Z^<DMtQ&G&*&<fr£l*:%(Dit 

(2 8) ±12 (i) iHaogaHs^wrsiwjias^-rscich^atrs 

±12 (11) «B*OX^U-->^ffl^y K 

25 (29) ±12 (i) ®ft<Dm&K*:tt?zmm<Dmmft&tt'rz>zt&ft 

WLttZ>±tZ (11) 82*0**'J-->^ffl*'.y K 
(3 0) ±12 (6) IEa©^«teJftft:S«#-rSC:i:»C<koTK»KteSI#© 
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(3 1) ±IE (2 8) ~ (3 0) IS«©^^U-^>^ffl+y h£ffi^Tft5 
U#>K<h±fH (1) BB«©SeK*fctt-t<35tt[t©iB^tt&Sfl;* 

5 (3 2) ±|E (2 8) - (3 0) mm(DX?V-~>lfm3ry h£ffl^T»S 
ftSS, »J#>h*<h±fB (1) ffi«©£fifl£fctt*©£,fc0iB£te£gffc;* 

(3 3) ±|H (8) I2«©$i#i, ±12 (1) iei!cOgeKt)L<«±IB (2) 

io tzmom&m%L<\$±fz (2) iH«0a5^^H*fctt^o«[©Mffi, 

(3 4) ±fS (8) ftmotiiftt* #fcifcfc«fc0^8&{t3ft&±iE (1) IB« 
<0geK*>L<tt±i2 (2) IB«offlJ^^H*fctt-€-©ifti:*«^WK:S 

&tfimzm&Litm&{t'Ztiit±& (i) ia«0gegfcL<tt±sH 
is ^+©±aa (i) iB«cosaKfcL<«±fB (2) ia«©»#^:/3 ; K*£ 

(3 5) »fctt£ffl#±CTigft;L&±!2 (8) ffi«©ift#;BJ:tfSMb$n 
fc±IE (8) «IH«©^#tS^*Slritta«6WfcSii&$-&fc©^, TOfc 
^±©^^©^^^^^^§^^^^^^+©±13 (1) IB® 

25 ^SE^iJ (AQ2 7) , *«ktX-€-n^e>«l3t$n*75yBtBE^J**-r (02 

mmmn (AQ27) , ^=t^n^^>«i^$tis75ymE^j^^T (01 
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0 4 2 mt>nrz AQ27 ®f8m^#tf <&#tJT*s*&*"f . 

m 5 tt^ltti&l 3 TfrtottJfcAQ27lc2t-**5Met-Eiikephal in-Arg-Phe amideCDS 
5 &i40$#T*S3l£^To IKNittAcidification rate, iittl^'f^J^i 

10 t»$n^>7$yme2^j ciai~ig2+©7s yg&E*u] tm-hVKtmnti) 

15 ^L®jt) (flIAfcf, 77h, v^77., by 5?, Vis. 

•v-mjlZ) <D$><bty%MM (mA.it. mmm. nmmm. wrmm. mme 
ft&mfa. mm&mm* mmmm. mmm, mmm, ^mmm v 

&mm%L<\ti3>mmtz£) ^stjmomm mel, mi, ct 

LL-2, HT-2, WEHI-3, HL-60, JOSK-1, K5 6 2, 
ML-1, MOLT-3, MOLT-4, MOLT-10, CCRF-CEM, 
25 TALL-1, Jurkat, CCRT-HSB-2, KE-37, SKW- 
3, HUT-78, HUT-102, H9, U9 3 7, THP-1, HEL, 
JK-1, CMK, KO-8 12, MEG-0 1&£) , ifctt^tlf)©tt 
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sjg& mm, m&i. nfcru, st&m «ss, ^m. mm, 
ok. im hm. #fs, gijif, mivs m. 

/Mi) , Jtatf, «, HUM, fHTIR, **BJliu ffifilft, 
HA. »m. Pit Jfc3£, ^g. H\ Man, #»Jfi»fc£ Oftfc, I!SW»1K®£8B 

L<fc®8 OXEU:,«fc0ff*L<tt*?j9 0 %&±>£ StC#i;b<te#?j9 5% 

©JStetflW (0iK #9 0. 5~2fg) T^S^t^Sb^^ ^n^o^tt 

+ 01*fctt2ffl£U: (ff^Kfct l~3 0j@@^, ctO$f^b<«l~l 
Ofigg, SSfcffSKtegcfi (l£fc«2<0) ) 07 5/&j&ifcfclx&7 
5 /KEfll, (D@2?"J#^: 1 T?^Sn*75 1 £fctt2e£U: (ff 

mKffl (l*fcfi21B) ) 075yK**#JDLfc75yBtfiB^ ®E?«J#-ft : 
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iti^m7 5 ;wlw&*w<di *&«2ffl£U: (»*l<«, i-3oi 

^t>«7^y^gB^J : &^WT^Me^£t)ffl^f,ti^o 

sn*7^/KE^j^wrs£eH*tti;«)frs*fewosaKtt» 
iS**ii^*;u#+*>;us (-cooh) *fc»4*;^+>/^-K-coo-) 

C»7S F (-CONH 2 ) ^fc«XXx;i/.(-COOR) 7? 
10 *-3Tfe«fct». 

u:TiXTJH:fei^RttTtl 0iJ;U£, *?Mk x^;i/, n-yntr 
;k -ry7'oe;u ! bL<«n-7'^;^cj:i:oc 1 _ 6 7;i/^;PS, #jxj£> 

;k a-^7^;i/&£OC 6 _ 12 7'J-;l/S, 0J*J£, ^>v?;k 7x*fM 
15 ^©7xx;U-C 1 _ 2 7;i/^;i/S i bL/<«a-^-7^^^5 1 ;i'75:^©a-^7 

l t stub $ n s tr a' □ < * ~> * ^ <=> n § . 

>SS®7^yS^ft«S (09* tf, 7-tr5 L ;US^^(DC 2 _ 6 7 

;u*y-r;i/S^<i:(7)c 1 _ 6 7v';i.S7i£) irri^nTi^fco!), n$§W£ 

©7 5/»OffliJ«±©fijftS -OH, -SH, 7 5 /l, -f^/ 

;ps. 7i:^;us^£wc 2 _ 6 7;^y<;us^£wc 1 _ 6 7v;us^<i:) t& 
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5 tf^ns. 

® <8*& (Hydrophi lie) TfcSt^WSnfcfiK^S^tf^^h'Tft 
-5. BR*tt (Hydrophobic) IBffiS— SUt^tr^^ H t>R«tffllri5Jl 

K©Jfttt, ffi8BLfc*58B0aaK©«JS7$ y&@B?Utf)5V>&< th 2 0 
<HEU, JfSL<|j:5 0M±, £ 9 L < KU 0 OffiEU:0>7 SUBSET!! 

^IHWfcl^-075yB6BB^Jttt. ^tie»75 7i?S5^Ji^5 0%£JLL, # 

0X£U:» L<«;& 9 5%^±©ffi^H4S#TS7^yKB2?!ISr*"r. 

25 £L<te. l~10egS, £5lw$?$L<tt&fi (lS;fctt2fl) ) <D7^ 
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*^0JM^^K«c«^ii^;u^^i/;i/a (-cooh) 

5 £tzteX)i#* : su-h (-coo-) mti^ttmmm&no 

Zt<, C«^75 H (-CONH 2 ) £tz\tXZ'r)V (-COOR) 

bfc^fc^sii^^ FteZomG*?? Kfc£t>£*ns. 

*56K®SI5»^^Httc*«ii*«a#*;p#^->;w* (-cooh) 

15 t<, C»75 F (-CONH 2 ) £/i«X*x;P (-COOR) T&o 

u>3fK, mm. *&>z)ift>wt, ^>^>x)v^>m) torn 
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XtKU;P75>TO, 7S//^W 4-^>i?)V**>"<.>i?)V7)V 

10 - (2',4'-y^h + y7x-Jl/-tFD + y^5 1 JP) 7 x / 4^>HtJIg, 4- 
(2',4'-vp< h^->7x-;i/-Fmoc75yx5 1 ;U) 7x/ + :>mj^&<i:£#^f 
S^^T^S. £CD<J;?&1§fJ|g£fflt,\ a-7^/S<!:#JirgfiS£ilSl;: 

15 mz&m&mmzmzL. ^^izm^mm^r^^x^y^ m&m& 
itmm*m^z>z\ttfT*%2>t)^ tn^is^s. ^mafi^. 

5 KStUTtt, DCC, N. N'-v^-r yyDhf;U*;^v-r^ h\ N-X^-N'-(3- 

ttikH^^-fe5«$iJ^j!in^J (01*. tf. HOBt. HOOBU^feKftSTr^/KS 
JIM IC^ip-T -5 * 7c tt, *f $fr&4£7j<tj * &H0B tX7r^§^ ttHOOB t 

xxx;utLT^e>^u^«75y^(DSttfk^f^o^(cm^»T 

25 ffi3i7^yi6ostt{k^»jMt0tt^fcffl^e.ns^<!:UTtt, maKSg 
Men l -5 5 c: £#&e>nwsjg«&j&> SMii^n? s e mtf, 

N, N->7fJW^7$K, N, N-^^?;i/7-tr h7= F, N-/3\>P 
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^;k n$&x^;p& i'cDxx & 5 e> ©Mo^to £ jWb ^ 
a^e>Mji£R£n, 5ifir*5-2 0^-5 o*coiSH3&^5Si:aR$n5. *s 

tt^k $ nfe T 5 / 1 . 5 - 4 {Si&3HJTffl l^tl5o->hHU> 

ft < mttEifo $gg 0 igf £ £ IZ «t 0 Sfffc 5:^5. * 

!S*KD75yS©fta[StLTtt, HAfcT, Z» Boc, *—>^'J-^>^JU 

:**v-#ji/#x;k ^v#ji/x;kt^>#;ktfx;k 4-/h+^>yM 

+ x;*7;i/fc;k Cl-Z, Br-Z, 7^>^t+y*M^K hU:7;ktP 
15 7-fe3 1 ;k 7*D<;k sJO'SJk 2 --hD7iZM;V7xrjK y'7i 

#;M?*->;pStt, flAtf, 7;u^;uxxx;wk (MAti, y^Jk x^;k 

(Di&m \>kfry '-f JUS, «<!:©7o< ;US> ^>v;^+->*^ 

#x;!,S, x h*5/*;i/#x;i/»^£OjRB6*^»l3lsn5S^i:*Jffl^&n 
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^□'>>07xy-JHt7KB63£0««StUTtt, flIAtf, Bzl, Cl 2 -Bzk 

5 tx^vxD'f 5-yv-)i<D&mm£LTi$, mz.\& tos, 

2. 3, 6- hU*^^ ~;k DNP, ^vJl^^yWk Bum, Boc, 
TrL Fmocfc&WIJ^SnS. 

io 2, 4, 5-h u^PD7x/-;k u-y-ha7i/-jK ->7y^^7;m 

-;k A7-hD7i;-jk HONB, N-k h'D + yX^yS N-tHo + y 

7^;ksh\ HOBt) ioi^f;w fc£jwn^sns. iscttoTs/sos 

ttfc$*l&t>©£LT«, #J>Lte\ U>Ht7 5 H^fflV^n^o 

7-y-;k 7i;-;k ^7-y-;k /t7i?i/7-Jk 
H. l, 4-7'^>i/5 : -^--;i/, i, 2-x^>v^-;i/&£cE><k 
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(DM. Bodanszky &&Z$ M. A. Ondetti, ^^h* i/>t->^ (Peptide 
Synthesis). Interscience Publishers, New York (1966^) 
(DSchroeder£ck#Luebke> If ^y^KCThe Peptide), Academic Press, New 
York (196550 
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®%:&WiW &&tfmmmw-* mt^mmmm \> ssko^iv, 205, (1977 

i£i«T* & 3 i§£te . (3 «k o Til S fti&^glT 3 d t ifin fr & u 

7-VADNA, yy^DNA^^'J- flatHLfciWiia • ffl»**CD c DN 
A. MIBUfc*fflia'IUtt**OcDNA7-r^5U-» ^dcDNAO^mT 

HJ&fcO total RNASfc«mRNAH7>^^L^:t><D^ffl^TBmeverse 
Transcriptase Polymerase Chain Reaction (fiTF. RT-P C Rj£<hlB§$!5T3) 

20 2T&fc>£ft5ifiSE?iJ££W"tSDNA, * ttE?!l## : 2 T-^fr£ 

n^&SE^JSrWT 3 D N A <b/W X h U > vx > h fc*frTT/W 7 U 

25 E?>J#^: 2t^$n5lSiB^J^t5DNA<!:/W7hU>yi>h 
fe^TT/W^'J^XTSDNAtLTtt, fclAfcf, E3Wt: 2T&fc> 

9 0XEU:, $^C»*L<tt»9 5 *«±©fflratt*WT3&8E?iJ*£W 
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;=L^ t 7— • i7P — (Molecular Cloning) 2nd (J. Sambrooket 
al. , Cold Spring Harbor Lab. Press. 1989) £82*©;£8sfc£fc:ftoTfTfc 

v x > h ft o Tfrfc 5 d £ # 3 . 

/W7h'J>yx>N^ft ( !:H ^ N U 1 9 ~4 0 

mM, &£L<ttmi 9-2 OmMT, i&&a**?J5 0~ 7 013, $f^L<«^ 
6 0-6 5t:©^&^-r. ^--hU^A^^l 9raMtigM6 

&%mfcl-(D RNAt/W^U^ Xt Z> Zttf-VZ* MR N A <0£/£X«« 
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mm r#j£Tsj tit* ae^^&fcx^u^K, EM&mxttffltta 

5 ifcgiB^JXtt&Kt'WK (gS») i©WT r^f^J ttt. * 

^7t!>;U-^, 5' ig6-^-X^7- Ufcf-K 5' Jft^llilR&tt. # 
10 *ffl#|g«R£j& 3' «/1U>h*n-Am &tf3' ^7 tf^- 
^KfcfcfcfctbxaftbSS. 

Tt*^^WH, D - U mi/Tlr>5^ 'J f* l/tf 
h\ 7 U >Xlt tf U S v >&g<DN - ^ U □ *s FT'&Z'tOimofl 7<D# U 

<£m?Z>^:<Dm<D#V?- (fib, RsJ?UT-ttDNA^RNA»ftC^.Ui$n 

#rrs) &<h>W£>nSo *n&fi. 2*hdna> i*«dna, 2* 

iRNA, l^iRNA, $5l:DNA : RNA/W^'J h'T*5^ W 

25 i*^\zmm^)j>zvit3-yxmmm*^^vv^Y. zzwz 
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^T.tfD^f-x-K *x*o>^*x-h&£) zft-D^o. m*M 

W&n *2V7— tf- -f >tt^- h*-», fit#, 

£fc^£JS, ft^at, K^tto&jg^^) fc^rfs&o. 7;p*;wfc8a*£ 
stifc^u>R^tru5^>, 7x>wcsnfc:/u>&tffc:LU^x 

75>fc£0W&S£gft£nTV>T«i:^. 

^m(D7>^±>xmm\t, rna, dna, &sv>«Mi£nfc&$T 
® 7 >^iz >zfflk& j; d *> © t-r * , 7 >^-fe >x&m<Dm&m&& 

25 ^LTfeL^tt^^^b7>5 1 -fe>^^i?C7)#i±^ < fci9/jN^?SfeC0(cT§c 
Z\oVxmm\r^m^mx^<^fYX:^n.m^t J. Kawakamietal., 
Pharm Tech Japan, Vol. 8, pp.247. 1992; Vol. 8, pp.395, 1992; S. T. Crooke 
et al. ed. , Ant isense Research and Appl ications, CRC Press, 1993 ts. £ \Z 
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10 f'JJ^DO^M-h, zi-)VmtzE) #We>ttS. u5l/fcfe©ll £t 

^©3' j»*SUtt5' ttf. tH^J^U 

7—1?. RNas e^t*©^^U7-if{Ict§^§iaih-r^^86CD i fo©^ 

fc«fcK yVADNA. y/ADNA7< ^7 U— * itufE L fdfflJJS • M 

WWcDNA, MIHLfclfflia-iJatt**©cDNA7'r^7U-, 
25 NA®^1*nTt>«fclri. 7^y7'J-l:ffifflt5^^^-tt. Wf'J*77 

BUiEL£3ifflJj§ • 0mRNA®#£WSLfcfc©£m>Tia&Reverse 
Transcriptase Polymerase Chain Reaction (&T> R T-P C R^iB§^f -5) 
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AftWlCtt, *^Offi^^H$n-K-r-5DNAtLTti. flIAtf, 

NA, *fct4<DiB5lJ#^: 2T^h3ft££gffi^J£Wt*SDNA£/Vf;*h 
5 U>yi>hmTT/W^'J^XnDNA^tb, *5g^©SaK^ 

£WT£gaK£3- KT*DNA©ffl#ttSE^J£W-r<5DN Aft£ 

SE^iJ#-t : 2 T*fr$nsifiSiE3nj*Wt"5DNA<h/vf X h U >^x> h 
10 ^frTT/W^U^XTSDNAtL/Ttt, @5?'J## : 2T3lfc> 

9 0XEU:» ££f;:#£L<te^9 5*£U:» fc#Tfc#3;ly <tt#5 9 8 XE* 

±©*ai^tt*wr*4aisiB5!i^wrsDNA^:fd*fflVisn*. 
15 s^±jc3-Hr*DNA©^D-->^©^atixTtt» 

ffi^ttt*E5«J £ § D N A Zf 7 < T - £ ffl Iri T P C R ft \Z ct o T iiifgf 
3£\ Sfct4aa*^^^-Cffl*ii^DNA**58^©gaRO— 

t <o/u •? u ^ -a :- v a > £ £ o TSS«j-r s c: <t s . / w 7 y ^< # 

20 -yaXDjffiH #l*Ji\ tl^i 7- • & n — ~>if (Molecular Cloning) 
2nd (J. Sambrook et al. , Cold Spring Harbor Lab. Press, 1989) (Cf5fc£> 

DN A(D)&m%Zm<Dmm*> PCR*>&»0*3/K Mz.^ Mutan™-super 
25 Express Km (£gjg («0 ) , Mutan™-K (#) ) H£flH>T, ODA-LA 

PCR&, Gupped duplex ffi^> Kunkel fe*©g^fiIO^*5^tt-€-ne»CJp 

^a-w^nfcias^^-HtsDNA^iwiaDfoss, 
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LT^Tfei^, cn^WffliR^D K>^SiRiH±n F>&, 51^&£/&D 
T5DNA/^£gl$£T5DNA®rtt£^DaiU (P) iDN AMft&m^ 

10 ^^-£LTte, Mm&&<D77Z$. K (#1, pBR 3 2 2, pBR3 
2 5, pUC 1 2, pUC 1 3) > ttmMS^CDy^X^ H (#J, pUB 1 1 
0, pTP5, pC194) . ^SS^y^X^K (M* pSH19, pSH 
15), A77-^tWf'Jt77-^ l/hn^M;i/*, 7^v^7 
A^a-O^^^X^ifOSj^^-r^T.^^©^!, pAl-11, p 

15 XT1, pRc/CMV, pRc/RSV, pcDNAI/Ne o^ffl^ 

2:?g±<!:LTffl^^^«, SRa^Dt-^- S V 4 0 ^O^E-^-, H 
20 IV-LTR^Dt-^-, CMVyp^E-^-, HS V-TK^D€-^-^ 

lim^i'J t7JSffiT&£ii£te, trp^-^-, la 
cyot-^- recAyPt-^- AP L yp^e«-^-, Ipp^OtE 
25 m±^VWUXMMTab-5^«, SPOl^Pt-^- S 

P0 2yP^E-^-, penPyD^-^ ?ti^g|#T& 
PH057°P^:-^-. PGK7°Ot-^- GAPyP^E-^-, ADH7° 
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P l 0 U>. 

v^Jk tf^J Attjtav^T^k URT-*-, SV4 OifSf^'J v> (£TR 
SV4 0or i tB&frt fc£ Sr&£l/W5t>©*/B^S d £ 

h f r tMfaTZ>M£tf$>2>) iffi^ UVhU+t-h (MTX) iffittt) , 

->>W'ftit£^ Ne o r £B£;irr&«£^&S, G4 18itt) 

S^fSttS. CHO (dh f r") W^^Tdh f rit£^£3!iR 

10 l>T&fflT5*§£> BWae^S^^^^S^^^^ftiftUckoT 

*fi!lfC#iin-rs. ii^lyi'J t7IST?*5i^tt, PhoA • v^;i/@S^iJ, 
OmpA • '>^;i/@B^^^\ ?g^A*5 1 ;P7 l MM"e*?)*'&«, a-7$7- 
15 if • ~>lfj-)imL ->> • islfl-frmWiiitfi* H±*«BST*5« . 

£fcL MF a • 5/^;i/EJiJ» SUC 2 • «>^?\H«?iJfc£, 

c: <& =t -5 l t m m 2 n & * 56 §b © s e s * □ - h t s d n a & ^ s ^ 

x~>x 'J t TJSSO^^Jt LXHiyi'JkJ-a'J (Escherichia col i) 
Kl 2 • DH1 l-fUz/-z;>>fX - *7 - If -i-i/ai-fr- 7#f^- • * 
25 7 • it-rx>>-<X- • If • a.— xxx- (Proc. Natl. Acad. Sci. US 
A) , 6 0#, 1 60(1 9 6 8)) , JM1 0 3 • Ti/yX* 

Uit— 5^, (Nucleic Acids Research) , 9^, 309(198 1)), J A 2 
2 1 ti?*—j-)V-*7 - ^U*?.?- - /U^niS- (Journal of Molecular 
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Biology) ] , 12 0#, 5 1 7 (1 9 7 8)) , HB 1 0 1 • • 

t^a7--/HtDy- 4 1#, 4 5 9 (1 9 6 9)], C 6 0 0 iiSx. 
*J-4v97. (Genetics) , 3 9t, 44 0 (1 9 5 4)3 &£j&*fflV>'&ft3. 

/WPXSMdiLT^, ®\7L\$. AtMW* • +r?;UX (Bacillus subtilis) 
MI 1 1 4 Cv->, 2 4#, 255(198 3)], 207-21 C^^-^" 
)l AW ^-y^Xh'J- (Journal of Biochemistry) , 9 5#, 8 7(1 

9 8 4)] tta&m^>nz>o 

MMtLXit, t>;iJDY^t7 -feUtivX (Saccharomyces 

cerevisiae) AH 2 2, AH 2 2 R", NA87-11A, DKD-5D, 2 
OB— 1 2, l/^J-^vti n^^irX (Schizosaccharomyces pombe) N 

CYC19 13, NCYC2 0 3 6, tf*7 /Uh'JX (Pichia pastoris) 

&&WikMJ& (Spodoptera frugiperda cell ; S f Mf&) , Trichoplusia ni 
O^M^OMG 1 Mf&> Trichoplusia ni £>2P£&£>High Five™M, 
Maiestrabrassicaeft5feMBa^/i^Estiginena acreafi&Mj&fc^JE^ £ 
n^>„ -)-f^^BmNPVO«^l (Bombyx mori N ; Bm 

nmm uztfm^znzo ms fmmtvxu, m%.\*> s f 9« (atcc 

CRL1711) , Sf 21« (£*±, Vaughn, J. L. > • # (In Vivo) , 13, 
213-217, (1977)) &<h>*ffl^ £ft£. 

- (Nature) , 3 1 5#, 5 9 2 (1 9 8 5)] . 

ftWltLTil m%JiS» U-;MBIIBCOS-7, Vero, ^^^--XAA 
X^-WCHO OSTR CHOmiBSIB) , d h f r mttMlfr* 4- 
-X/\AX^-»CHO (JKT, CHO (dh f r ") ,«£B&fS) , 
XLUfflflS, V^T.AtT-2 0, 7>)XSlD-7tt, 7-yhGH3, hh 
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- (Proc. Natl. Acad. Sci. USA), 6 9#, 2 1 1 0(1 9 7 2)^y-> 
(Gene) , 17#, 1 0 7 (1 9 8 2)i££\ztiM<Dl5mzVE?Tftl3i*>Z.tifi 

yit^Jhyi^f^^ (Molecular & General Genetics) , 1 6 8#, 
111(19 7 $)UE\Z%m<Dl5mz'&^Tftts.oZ.ttfX%Z>o 

M®*mn&m- z> \zit* m x * y y x- -r > • x >if -r ^ □ (Me t hods 

inEnzyraology) , 1 9 4#, 182-187 (1991), ~Jui/—=yy>fX' 
XXX— (Proc. Natl. Acad. Sci. USA) , 7 5t, 1 9 2 9 (1 9 7 8) 

(Bio/Technology) ,6. 47-55(1988)) fc££IE*0#&£ftoTfrfc3 

-/Uhn-)V. 263-267 (1995) (^iStt^fT) , ^DDy — 
(Virology) , 5 2#, 4 5 6 ( 1 9 7 3) HffifcO^ffiKfiEoTfr fc"5 

LTtt, 0!;Lfcf. >f)Vn~-7s. r^h'JX *IiS14Rt&, yaH&f, ^ 
M<hLT«, WAtf, 7>^EX^A^ fiiffBI^. n->X^-X- D*-, 
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5yK*^trM9«tfl U^- (Miller) , v-v-^U ♦ • X^X^U ^ 
>y • "f y - tl/+a7- • vi^T'f ^y^X (Journal of Experiments in 
5 Molecular Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New 
York 1 9 7 2)*fJlK Z. Z. tC&gfc & X) ^Ot-^-^m < 

?S±^Iyx'Jt7Ii©^ ( mmimm^l 5-4 3^^3-2 413 

i±^/\'^xii©i^, 3o~4o "ct^ 6-24 mmn 

(Burkholder) MMM CBostian, K. L. ^uy-V>VX' 
15 ^-^•if- -f>>3-r)V' 7*f5-- t^-1j--fl>HX- *7-1f -a- 
IXI- (Proc. Natl. Acad. Sci. USA), 7 7t, 4 5 0 5 (1 9 8 0)] 
^0. 5%*f$;i^tt5S.Dii CBitter, G. A. 6> ^ D y-^> 
^'•^•if-ty3tJh7Ar5- • • U-f x>-><X • ^"^ • if • 
a— X7.X- (Proc. Natl. Acad. Sci. USA), 8 1#, 5330 (198 

20 4) ) ##tfe>n<5 0 i^ife©pHra5~8(ci^s-r-5c7)^$f^LVi„ mmiz 
mnm2 0^-3 5t:-e*«j2 4-7 2mmnt^\ 'XmizfoCTm^mw* 

Grace's Insect Medium (Grace, T. C. C. (Nature) ,195.788(1962)) 

i£*t&tf)pHte*tJ6. 2-6. 4t3ilig-r&(9jW£L^o ig*teil##j2 7*C 
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5-2 0%©»ii$ttfMEM^i)!! (1MX>X (Science) , 1 2 2#, 
5 0 1 (1 9 5 2)] , DMEMigi (^Day- (Virology), 8#, 3 9 
6(1959)], RPMI 1 6 4 0 Jgift VJ^—tfr ' ^ ' If • 7* «J ft > • 
^f'fAJl" 7VyI-y3> (The Journal of the American Medical 
5 Association) 1 9 9#, 5 1 9 (1 9 6 7)3, 1 9 9mm i7ui/-i?>tf • 
•t-f-Ur • V^Ir-f • 7*- "if □v#;W;*7 : VX> (Proceeding 

of the Society for the Biological Medicine) , 7 3#, 1 (1 9 5 0)] & 
<h*7WB^<Dtt£o pHTO6~8T&3©/Wf?£U>o MM3 0t~ 
4 5-6 0B#^tf^^, ^«DT®m^»^»PA5. 

to sx±<d£?\zvt. mnmmwvMMiH, mmm^rzummmz^mmoG 
*mM<Dm&n&%mmfc&zwmMfrzi$iiti-tz>izmLTU, mm&, 
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5 ^ziz&fc&&<Djjm&z\,^t^nizm\:zjjmz£r), mmw^rdmom 
iz^mrzzttfrzz, 

mmzimz^zz. tiz^K), &Miz{m*to7LrzK>. ^u^y^H^su^w 

20 • / £&<Dmfc%rzttfcihmommmztt?Tmm-fz>z\£tfx*gz> 0 

*%w<Dm&mmit. m%mmzMvx^mz^Dm^m^^mti.umz 

*ttg#**W*fi#. tf«SI££fcK:8:4$na. ##K:l&LTia<fci£fl& 

^ltu^, n^mi?;2~6mmizi®-f'D, t2~io@i^ 
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z>z\t\z£K)'tTUoz\ttfT~%z e M&mmm%i<Djj&, m%.& >r-y- 

t^JlX?^ >tf)#& (Nature), 2 5 6#, 4 9 5H (1 9 7 5 

io m ) \z'&^MMtzz\ttfT*%z>. n&femmtisTte. m%.\& #ui^ 

l/>^Un-;i/ (PEG) ^y?^ U )l7.t£E&mi snstf. $?i£L< 
}iPEG^l^f,n5. 
flltttLTIi 0)J*fcf> NS-1, P3UL SP2/0ftt'W 

P3ui^i<fflt^n§, ffl^^n*K#s^«iBia omksiii 

15 US) i:<i:#fiJa^M<i:^SL^it^ttl : 1-20: lggT&D, PE 
G (0F$ L < tt, PEG1000~PEG6000) j&U 0 - 8 0 
SregsJJD^ft, *92 0~4 0'C, »SL<«^3 0-3 7tTl<]l~l 0#|HJ 

*£i*&IS*I (08, T^D^U—h) K/vf^U H-T«*±»*^JDL/, 
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ffl^Tfe^lri. Mz.it. 1-2 0%, !iFIUttlO~2 0%OWM^ 
5 StTRPMI 1 6 4 Oig*fe, 1~1 0%(DW&M*'£tSG I Tigife (fq^t 
StiUXft «*) ) *&tt/Vf:/y K-^«*ffl«Hlli«f»tfl (SFM-1 0 1, 

(b) ^b/^p^— 

15 ftSMk m^ftffi, -f*>£&#: DEAE) CJ;3M5fffi, jgifrk 
fife] fcftvTffteSZ.ttfi'VgZ. 

tmm\zm%Mmz&m&fTt!i\,\ &&&&&& ttf&wnw&'Rmiztt-rz 
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fiJtT?A^ , x> 1 lc*f U m 0. 1 - 2 0 . ft S L < 1 ~ 5 QM'£n*%-f )\, 
10 2 ~ 6 l HJTo, Wrffi 3 - l 0 megfrfc 5 ^ 
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\ZttTZVfl>\ t <DteG&&m{k2#Z<k£tlHi W % 73*~XK 7>*:f- 
SDN A *%M©DNAtBSI2-r**l^*S) *3<ktf#S8930gS 

£ & te&^T 5 #> (Dfit^ £ U Tfl-ffl T % « c 

X PACAP, -fe^l/^X ^MkfrrfX *Jk>h'X 7h>y^y'a'J 
20 X V7h7W. GHRH, CRF, ACTH, GRP. PTH, VIP 
(A*V7^T^y OfXf-ft^ 7>F 'JKfyH #U^7^ 
K) , V7M^>. F-A5X WJX 75 UX ^7^+->, C 
GRP h-X^-XJ y.K^^K) > o-fDhUlX A 4 

X^7X^X -ynx^ify>^>. hDX#*ltX 7f/y>, 7F 
25 U:MJX o*3«t^/3 -fr^AO (chemokine) (0tJ*J^ IL-8, GRO 
a, GRO0> GRO r > NAP-2, ENA-78, PF4> IP10, G 
CP-2, MCP-1, HC14, MCP-3, 1-309, M I P 1 a, M 
IP- 1)3, RANTESfti*) , i>Kt'J>. x>fa^h'J>, fcX 
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Mm, MMftCa 2+ MM, «l*lcAMP«, »cGMP4£ < / *> 

h-^u >mm^ iwttti, «rtga«© u >&<k c-foss 
its. 

wz&m £ k& # s , l tzumtsmowmM £ £ \z 
tttzmsmzmfetz z. t&ftMtTz>*%w<Dm&n&fcte^(Dmztt-? 



WO 01/16316 



PCT/JPOO/05684 



36 

®WiLrzi&mitG®<nmw&n£tcte^0mztttzm&m&mfe? 
z> zl tz%fmt?z*%w<Dm&m\z$iTz> u #> k 
©umtft®*, *%wow&n&$mT%MM\zmm-$ii:tzm&\z&tfz>. 

m. mm^ca z+ mm. »campm, »cgmp4^, <;^y 
-jiv >mm*k, fflMmn&^m, Mmftm&nov >mt* c-fos©g 

tz&mt?%*%w<Dw&n£fr\z^<DmzM?z> u #> k©*^^ & 
z.t\z£i xmmm± \zmm l tzw a m \zmm s k 43 # § , 

Rl. ttrtCa 2 m »WcAMP4£ »cGMP4J5£, -f/vh 

pH©€T&t**{EJi"rsstt*fc««i$«-rs«tt/«c«»:) ^sj^-rs^ 
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a m Jt £ m& £ ?g£ 1 1 z> * □ v <i )v * \z m-t z> &m v -f a * 

(nuclear polyhedrosis virus ; NPV) <Z)tJ? 'J 'N K U >7 p p ; E— ^— , SV 

Xitt [Nambi, P. If • v-^-^ • ^7 • A'-f^D V*)V • ^ ^ X h U- 
10 (J. Biol. Chem. ) , 267#, 19555~19559H, 1992¥) KBEfctf^ffifCfiE^Tfr 

M^£<^£n6M#<DCl<h£^5o ttlliaoW^ffiiOTtt, Potter- 
25 UhD> (KinematicaftU!) lw<fc*«»\ 7J/>?-:/U7. 

& t*T auBE l & # m £ m w x;i/^ e> « a £ ii- s £ £ k £ s £ 
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r pm~3 0 0 0 r pm) TldPI ® 1 #~ 1 0#) jfr&U ±ffi£ 

££fcS5i£ (1 5 0 0 0 r pra-3 0 0 0 0 r pm) Til#3 0#~2H#K5£ 

1 0 3 ~1 0 8 »TO5O^Sl<> 10 5 -1 0'^T^-5©*Wlti5 

««LfcK»fc£to,fcLTfcL ( 3 HK C 125 I], C 14 C3 , C 35 S] 

^;i/^5>, tnhnx *^h~x ^a-D^fKY. ^tr^M 
h\ 7U>, A'yyi/7'», :**vb5>>, PACAP, -fe^l^X 
20 #;k>b~X 7KW//^a'J>, VThX^fX GHRH, C 

RF, ACTH, GRP. PTH, VIP (A'V7^f^^ OtXt^ 
;U 7>K 'Mr;H #U^^h*) , V?NX^>, F-A°5>, * 
^•J>, 75 U>, ^7^->, CGRP h - >v->U 

(chemokine) IL-8, GROa, GRO/3, GROr. NAP- 

2, ENA-78, PF4, IP10, GCP-2, MCP-1, HC14> 
MCP-3, 1 -3 0 9, MIPlo, MIP-10, RANTESfc£) > 
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77-KH pH4~10 (I$K«pH6~8) 0U>iA'7 7 7- h 
CHAPS, Tween-80™ «E3E-7 h^Xft) , y^h-X tt* 

— ^U#>K©##&$&*lftn?PMS F, P-f^T^X E-6 4 (^7° 

#5. 0.01ml-l OrnKDmut^jr-mmz* — £S (5 0 0 0 c pm 
15 ~5 0 0 0 0 0 c pm) O [ 3 H3 , C 125 IK ( 14 C) , t 35 S]U£H 
«MLfctt(Mt£&S##;*ia:5. ##£«*S£« (NSB) *ttSfc«>t7<: 

-v3>#7>^-&3W r -#7>*-TfWr3. (B) 
##MW*§£ft (NSB) *§l^fc*^7>h (B-NSB) ^Ocpm^ 
*tt«Mb^«lS*58W©£e»Sfctt-€-0Jfilc»-r<5 U # > K (7:*-* h) 

7-fe^>H3 'J >SBL i»F*lCa 2+ jM, IWcAMPM « 
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1. U#>K&£fflsitlil 
20 Hanks' Balanced Salt Solution (^rZfuftM) fc, 0. 0 5 %CD^>iftif#7 

25 *^OSeft*f8S$-&fcCHOj|fflI!aS. 1 2^7 P I/-htc:5X 1 0 5 ji 
/ftT&ftU 3 7*C; 5%C0 2 , 9 5 % a i r T 2 HI««*L/fct)0. 
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^A75 K, DMSO, /-;M£l::^#rf 5» 

5 ©immmkitsm 

mmit&wtmcbozi o o~i o o omm^m&izm&tz. 
2. anjtfe 

MfeftMWiWt 1 m 1 T2 Effi&Lfc^ 49 0/il (Bii^JHIStrSte&ftfcin] 

10 

(2)SlftM;£#f£ 5 At 1 JjptL ^fi£T 1 I$Pb1EjE<5-&5. #4#&Wlg£S 

®£Jfo«l££U lml <D&Mfg«T 3 Wl:^Dl/f:i 
S*K8Mfc'&*£0. 2N NaOH-l%SDS«U4ral©»>f 
15 U-*-A (frftffigSI) £S£t*. 

@^#:x>^U— >3>*^>^- £fflV>T$&tfg&£$l 

X A'V^-r/^ t^vhyX PACAP, -fe^l^X *f)WJ>* 

h~X 7Hl/;^vaU>> V7hX^f>, GHRH, CRF, A 
CTH, GRP, PTH, VIP (A'VJ^f^y O^f-ft^ 7> 

75 »J>, 7^v*-X CGRP (*;U5>hn>v->U I/-tV y 
^K) . EKZ3MJX>, A'>^l/77^X ^DX^^^/X hP> 
#*tfX 7f;y>. 7Fl/t'JX ai3«k^/3-^r ; E*<> (chemokine) 
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(flUtf, IL-8, GROa> GROJ3, GROr, NAP-2, ENA- 
78, PF4, IP10, GCP-2, MCP-1, HC14, MCP-3, 
1 - 3 0 9, MlPla, MIP-1/3, RANTES^i:) , X>K-feUX 
I/rO^hUX tX^SX ~a-Ox>'>>, TRH, /1>^l/7-x 

(2) *^WOSeK^2SO^B5 • ?&*«a 

M X te\ *Efo l*J \Z & ^ T*^BJ ©g e KtW> L T ^ 3 * f C U # > H © 4 

ifffl»Tt&^ (ssa»o^iE) 

e s oat&*£ t mm? % m&<D?m& «k # / * £ £ © mm t u t 

20 

MiiJifiL Jte*ttftajfM£» ^KtS*^ #£«JWffiN AI«J6+il& 
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®*5sw©5a»*fct4(D»seK^=i-H-r*DNAtt, 
ens^ofi^, «s<j, ^t^;k i^jm aim. m&mte£ 

>-h-;k i&fl^hu &£jWfln£n, ii^wi, 
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h8 0™> HCO-5 0) ^i'MlTfciK itiiLKi 0»J*J:£> 

±m^® • femm\z, wz.\z. mmm mx\t. v>mmmmm. m 
io it^j^^iiiB^LTfcckUo w»sn^ai>fattta^, asfc7>:/;u;:as£i 

^0«fc"5tCLT^Stl5«SiJ«^T«ttT&-50T?, thrift 
?LM (fclAtf. 7*;K tftf^ 

T) (Dm&fcB^lZ&^Tte, -BICO^^O. lrag-1 0 Orag, #£L< 
ttJKll. 0-50mg, «k0*fSU<tt#9l. 0-2 0mgTa&S. ^MPW 

20 £K,fcoT*>gfc*j&t, fclAtf, &£ra"Jtf)^TteiI#/&A (60kgtlT) 

ttO. l-2 0mgg£ J;D»SKttl?10. 1 ~ 1 Omg|§m£iMa& 

25 o) mfc?&mm 

& (0J*fc£, 77h, ^1t=P> t^y, 7*, 
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RNAflMSt Gtfc^Sfl?) &&fcH"f*££#"Ctr*®T, 09*. tf, iDNA 
SfcttmRNACafi, WdSSSteT^ iDNASfdimRN 

5 A-ryj^if-va >^PCR-S SCP& (^$7^ (Genomics) , 
Sg5#, 8 7 4-8 7 9H (1 9 8 9^) , 7d->-$?>^X- • If • x 
>- a xA • 7* x 5 - • ^ ^ • if -f X > X • * 7 • a- XX X- (Pr oceed i ngs 
of the Natinal Academy of Sciences of the United States of America) , 
£8 6#, 2 7 6 6-2 7 7 01 (1 9 8 9 50 ) 1zE\Z& K) imt* Z. tifi 

10 

(4) ^WOSaHt^-rS'J^VHOJtfiffi 
(DAMiH r y a / 7 v -fe-f j (BHRth, HS*D 4 9 *f fgfr) 

20 (DxaijKffl rjHi7$;^Ay7y-fc<j raft 5 4 ^igff ) 



WO 01/16316 PCT/JPOO/05684 

46 

«tt (09A«, 77*F>MMt&, 7±^)\^nV>mm. ttftCa 2+ il, 
MrtcAMP4£ McGMPM ^/yh-^'J/lIt «)Bt 
KffliaF«iSeK©U>B6ft, c - f o s OSHifL pH0iBTfc£& 

#fg0J©MGR(c#T&7>*:f-X h) , (A) U#>K£*52gi© 
MGft£(D^#£^&T3te-&tK fcSWS (-) y#>h*£#389l®gfi 

io -r&frs, *mm, u) xmwvm&M. strain 

<=><Di£<h, U#>K£'£«Jtt3i*&:|»££ (ii) *f6iJB0£fiR, 

7^ H * & tt-€-n <b (DM. £ , U # > F * J: iiUBWfc^fc t £ t 

#fgBJ©X*U-->^?£tc&^T«, (i) (h (ii) ©«£K*5tt3, 
WAfcf, KSeR#K:#T*y#>K®*3£*, «HJ!a*!l*SttJa:£*SJ«bT, 

25 @»»Lfc»J#>K£, *5S^0geR^*^Wr«imil&*fctt»ilffllS©IBtH 

ei»bfcU^>H*5a:tXK»fls-&4!!jS:*fgWOSeR 
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©ftffl Lit U #> H *58W©D N A *^W-T *JKIHEtft#*Sj|'r S - <h 

aiifirtsesou c - f o s pHofiT^if^ffiji-rsfli 

m zmmtr z> & zstzmtsw m © d n a sr^rr s mn&m 
foz%m?zz\t\z£?TMMm±iz%mLtc*%m<Dm&nmz&MZi*tc 

7-fe3 1 ;Hi U >jg«, «l*)Ca 2+ M. »cAMPM, »cGM 
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<i:T5gaffg|$#£3- K-r*DNAWrm3ttffi«rDNA*<ffllrJ6tl*^, & 
^Tfc£tr». #369§©gaR£3- Kf*DNA»fM-«:lS±»«!J»IJiaHJ»AU, 
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jlU&>( frZlzKTZtil&AfclftV't )VZ (nuclear polyhedrosis virus ; N 
PV) O^'JaH'J >^p^-^-, SV4 0fi^©7'at-^- > l/ha£ 

^^(D^&TfT^di^T^^o fUx.fc?, £iK CNambi, P. 

• • rt<f*ni?Jj)\, • ^57. HJ- (J. Biol. Chem. ) , 267#, 19555 
-19559H, 199250 \ZtZm<DJjmz'&iTnt£0 £ t*<T?fr5. 

1" -5 « ©HUBS*)' ^ T t> «fc 

^»#<^£tt5®#tf>£££^-5 0 «BliS©«##ffi£LTtt, Potter — 
Elvehjem^^^>;^-r-tf-T«^Ljt-r^& «7-U >^7l/>^-^# 
UhP> (KinematicattS!) ©«fc*8Wk jBW»K:«fc<5«»\ ^l/^i/UT. 
fc £ TiJDJE L 6» M Siffl W X;Uj&> 6 "fiffl £ Z t iz «fc 3 Wftfc £ 

•bi3\z&z>jmtikifi££LTm\,*p>tiZo m%.& Mf&mmz&m (500 

r pm~3 0 0 0 r pm) TfMflfia (Eft, 151^10^) jgi&U ±fSS 
^ e>(CiS3i (1 5 0 0 0 r pm~3 0 0 0 0 r pm) Tilflr3 0#~2l$Mar 
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15 ^^^ffl^e.n§, ^« c 3 h] , [ i25 n , c i4 c] , c 35 s] 

20 R«iB*aWSTS. Ay7 7-Ctt, pH4~10 (M£L< fipH 6-8) 
<D U >B6;\* 7 7 7- h U 7. - y 7 7 - fc <!; 0 U # > K <fc £SH £ © J£ 

«$f5IWT, CHAPS, Tween-8 0™ (#£-7h^X#) » v 
TPMSF, D<^7°^X E-6 4 HWS^fllfK) , 17X9 

EcD^n^r-ifm.mMzmu-tzztb-czz. o.oimi~iomi©i 

Uiz79-®M\Z, (5 0 0 0 c pm~5 0 0 0 0 0 c pm) (DWBL 
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£U#>F£MU|w|P#Kl 0" 4 M~1 0- 10 M(Df*&ft£^£&#$-fr5 o 

tmmwm&m (nsb) ^m^rz^z^mm^m^cDV^y^^iiu^rzK 
■vmmtZo mtnr^m^^m^(D^^>h (b 0 ) ^^m^m^m (n 

SB) £5IUfc#r>>h (B 0 -NSB) £ 1 0 0 % £ LfcBS, 
(B-NSB) «BJAtf, 5 0%&Tfc&*TOfc£to£&m*te#®& 

$tf£tt 77+H>StiS«, 7-fe^;U^U>» MfiCa 2+ ML 

WrtcAMPM. ttrtcGMPM -f 7 ->h-;HJ>M£, MM 

inLx-femm^ >*^- h awa*ttm*s^f±Jtsi«£isiiRLT, 
T&femmr*mG\z. mftMmmztttzmwmzmnvxjy-t'f sfrfto 
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5 smt^m. sm&mm* mmm.. mmm&m. wimimmmmuam 

15 Hanks' Balanced Salt Solution {^Zfu^M) £, 0. 0 5 %<DO i/faXR 7 

@Ggfi»*fi:S!U-fe^-* l sa 
20 *f6^0®aR€:fS3SS13:feCHOllimia&, 1 2 ft 7 1/- h fc 5 x l 0 5 f@ 
/K-eBRL* 3 7t:, 5%C0 2 , 9 5%a i rT2 Bffl%mLtcb<Do 

M<Z> ( 3 H), [ 125 IK C 14 CK C 35 S3 &£T«Lfc>J#>b* 7K 

25 Tl jiMKS&ft-r*. 

U#>F£0. 1 %r>">lfiim7;i/y^> (v^Vftgi) £^tfPB STlmM 
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2. 

mfemwmfo i m i t 2 njft#b/t&, 490/xi <Dm^.mmmm.^ti\zm 
5 ©1 o- 3 ~i o- io M<DM.mtG®®m&5 u imz.tt&* gssu#>K*5 

At lira*., MfcTiraiHJEJfcSi**. #«fftWIS^**»afc«)f'ttlt»ft 

®£«»£U lm'l©ftjlitt««T?3@tt*t5. Lfcg 
K'J#>F*0. 2N NaOH-USDST^l^mKDifty^l/ 

£U Percent Maximum Binding (PMB) 

PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
15 PMB : Percent Maximum Binding 
B : ftff&HD^fcNfOfiS 
NSB .-Non-specific Binding (##SW<g-aS) 
B 0 : S^'ai 

§rtCa 2 m »cAMPM, ilfirtcGMP4l«, -r/~>h-;H) 

25 >i!S4, mmmm^mm. mmfts&nov >m<& c-fos ©ig&fc, 
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Sft^tUTIi. ^7*^h\ &tfft£4l>, 

msk, m&&mwi&* itiM^ Aitti*^ sut^a* 

15 *few©gan^K:^-ra7>^^-^htt» #fgw©gejwc2frs u 
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¥L«j$& (mtf* 5yK ^-a-^ t^v, ^ #>\ -f*> -9-;^ 

£tc<fcDSS£fcJ:i&*j&*, -jRWt^A (6 0kg<hbT) ic 

*5V>TWU -BfcoSftO. l-10 0mg, ffSKBISll. 0-50mg, 

»0. 01~30mg*Sg, ft£L<\tmo. 1-2 Omggg, 
<te*U0. 1-1 0mggSSIIWIRa«H«k019:4 , rs©**fi s IU^T*5. ffi 
6 0 kgSfc0fcaH?LfcaS:K#-rs^<i:3&«T€rS. 

(ii) M^iS^^^bU^^BJ^^fe^^M^nfc^BJCD 
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^*:<Dh<D*m^T%£.<, ififcft?<DF(ab') 2 , Fab', $>Z>^ 

15 Mz-ti, c i25 n, c i3i ik c 3 h] , c i4 c] uEwm^zn*. ±m 
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5 otfectK mmm&&mmm^mmu<Dtt%\zmcz>^ttfT*z 

So 

10 *^0JW>H<^^tckS*^Bj^aK^o«ji(c:43ViT^ i# 

20 l (b/f^h) , b. F^m^ommm^m^L. vtikm+omE&m&fe 

25 -f A/,*MJy*8rett, «E^fK't , OK®i:Hffl{tttlKi:S:--^aoSai{l: 
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Tyfef] (BBtt, 08*04 9^%ff) , A£E His ^7-WA/77t 
-f) (i»ftfh, PS?D5 4^ff) > r^^^ij^j Qg3&* 

BB«l5 3¥32fT) , 5/il&?&&lS r^^^J^j (^2 IK) 
15. BS?D5 7^56ff) , 5JH&tefc» rg&fcgflijjtfcj ($3 IK) 

BS?n6 2^^ff) , (Methods in 

ENZYMOLOGY) j Vol. 70(Immunochemical Techniques (Part A)), Vol. 
73 (Immunochemical Techniques (Part B)) , Vol. 74 (Immunochemical 

Techniques (Part OK tr Vol. 84 (Immunochemical Techniques (Part 
D:Selected Immunoassays)), |bJS Vol. 92 (Immunochemical Techniques (Part 
E:Monoclonal Antibodies and General Immunoassay Methods)), IrIS Vol. 
I2l (Immunochemical Techniques (Part I :Hybridoma Technology and Monoclonal 
Antibodies)) (U^JL, 7*r5 y ^^XftfgfT) . 
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(7) *»WOGgeH*!S:S!£aK*ii-h-r-5DNASW"r**t hft* 

5 (Dfcm 

5yK yVTs* ty->\ 7*, >?y, fc£ 

10 fo&o 

* - mm L -5 £ #?£L< «JiiT#gtfj ICS^T 5NGF ite^F ^ot- 
25 ^£gW^£^©s©i^ 
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sfcic iWDNA*«wrs<it*to»i«j*5si2TSitfc<fco, 

mt 5 Z. t fc«fc 0 -f^TO^&tfSD N AfcWT £ «k 9 tcRja«tf^T S d £ 
fclAtf, *^©DNA^7^X0»0DNAtL<}iRNA 

I UP AC - I UB Commission on Biochemical Nomenclat lire l3ct -SBS^cfe 



DNA 




c DNA 




A 


: 7f-> 


T 


: 


G 


: ^7-> 


C 
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RNA : 'JjfrRg 

mRNA : *yfe>S^-UafrKK 

d ATP iT^yTf/y^H'JVl 

d TTP :f^yf^y>£U>il 

d GTP :ft+y^7;y>=U>g| 

dCTP :ft*->yfy>E'J>t 

ATP :7f/y>H'J>H 

EDTA : JL^VyVT^yWffiffc 

SDS : Hx->;W*IH-MJ£A 

Gly :^U'» 

Ala : 7-7~> 

Va 1 : A*U> 

Leu :n^fy> 

lie : -f VD-T ->> 

S e r : -fe U > 

Thr :7.l/^--> 

C y s : y7f-f > 

Met : > 

G 1 u : a 

Asp : 7*/\°7^>^ 

Ly s : ijy> 

Arg : 7;i/^-> 

His : t^y> 

Phe : 7ir.^77-> 

Tyr :5 1 o^>> 

Trp :h'jyh77> 

Pro : yp "J > 

Asn : 7yV\°^> 
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Gin : >f)),9 5 > 

pG 1 u : fc!o£f;i/*5>8& 

Tos : p- N;i/X>x;i/7^-— )V 

cho 

Bz 1 : ^>v;P 

Cl 2 Bzl : 2, 6-^^au^>^)l 

B om : 1>i?)ltt>>*?-)V 

z : ^>^;w^s/*;u^-;i/ 

Cl-Z : 2 - ^DD/^^t+^^-JI/ 

B r - Z : 2 -^P ; E^>5?;^^r>'*;^-;U 

Boc : t 

DNP :y"hD7x;-^ 

T r t : HJ 

Bum : t 

Fmoc : N-9-7;i/^l/-;U^ h + '>*;i/^n;p 

HOB t : 1 -k Kn*>"*>XHJ7V-JP 

HOOB t : 3, Fo-3-t Fo + y-4-t*y- 

1,2, 3-^>yhU7y> 

HONB : 1-t HD + i>-5-y;i/^;^>-2, 3-^*;^+*>-f 5 K 

DCC :N, N' -yy^DA^yWMy-fiF 



CE*J#*: 2] 

*3-h-rsDNA©iasE5y**-r (AQ27) . 
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m^^mm i &&T$%mm2 TSH^nfey^-f t-2 <D&w&m*Kt. 
m^<D%mm 2 ~?m titt 7 * v - h* -7 ? ^-ommmm 

W&<DnMmiT'&t>tLfzMn&Wtfc3ii'^V t7 3U (Escherichia 
10 coli)DH5a/pcDNA3. 1 -AQ2 7H Wl 1^8^ 2 3 0^50 

*a^^^ < wrm^ itii-3 (Dmmmm^xmm^^x^xm^m 

fflltm (N I BH) CfKS^FERM BP- 6 8 5 4<hbT* Wllf 
83 4 0^e>B*S^:IE^|gllT^JIIE+H*iBr2T@ 17-85 OlfHS 

a • mmmnm ( i f o) \z^umniFo i 6 3 0 4tLxmwi^nx^ 

15 3. 

• %u--y>? (Molecular cloning) llE^nT^S^&Kfefc, 

20 %mm\ G^eK^^l/^y^-geMAQ2 7^Zf-HT^cDNA 

thfeJfiicDNA (CLONTECHt) fc^SitU 2 jSOT^-f 
:/^-fV-l (5'-TGT CAG CAT GCA GGC GCT TAA CAT TAC CCC GGA GCA 
G -3' ;@B^J#-^: 3) £#7*71"?- 2 (5*- GAC TAG TTT AAT GCC CAC 
25 TGT CTA AAG GAG AAT TCT C -3' ; @2£iJ#^f : 4) £/fl^TPCR£j££ 
frofc. mfcfolZ&tf%Kfom<D®.f$.lZ±t?.cDNA<Dl Oft(Dim*mMt 
Advantage2 Polymerase Mix (CLONTECHtt) 1/5 0*, 
Zfy-('?-lRtf7 : 7'C?-2&&0.2iiM, dNTPs 200#M, RZt&m\zmtt 
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9 5*C-3 08\ 7 2"C • 4ft<D1t'(9)l%5®, 9 5*C • 3 0#\ 7 0"C • 
4#©1M£;1'*5IeK 9 5t:-3 0^\ 6 8"C • 3 Ofh 6 6*0 • 45>W 
^;U£3 O0«jgU ft^C6 8t: • 3#®fagjEffi&ffo&. iPCR 
5 K»SiS:l«STA^D-r>^*; h (Invitrogentfc) ©a&^fcffiHT* 
57.^ F^^-pcDNA3. 1/V5/His (Invi trogenth) 'vfrT^ - >^U 
SStlfcT^XS K£pcDNA3. l-AQ27<hift£ bfc, :nMlDH 5 a CHI A 
L, cDNA^t)^ P->£7>fc?->U >Z^tSLBB3ii&W*T«m$lVfc 

(Escherichia coli) DH5 a/pcDNA3. l-AQ27<J;ifr£ LTzo 



£MM2 TaqMan PCR£/8^fcAQ27 ©fg31ffl«^©»«f 
15 SI" T*?'!' T-Rtf7*D-7"» Primer Express ver. 1.0 ( PE A*-f 

fAX^tA>) SfflHTjfOl/, 7*7- F77"f7- AQ27taqF 
( 5' - CAATG CTAGG TGTGG TCTGG CT - 3' (MM^ : 5) ) , U A— 7. 7*7 
-f V- AQ27taqR ( 5' - GATCT CAAGT TGTTG CACGT GC - 3* (E^J## : 6 ) ) , 
7°D-7*AQ27-515T ( 5' - TGGCA GTCAT CGTAG GATCA CCCAT G - 3' (@2^J# 
20 n : 7) ) £ f£ U L fc . 7*D-7*OU#-^-'63Btt FAM ( 6- 
carboxyf luorescein ) £#flnl/fc. 
7s9>9-Y cDNA «, pcDNA3. 1-AQ27 ^SIKUTT^-fT- 1 (@B^"J# 
3), 7°^ V- 2(SB^iJ#^:4) *ffl^T«'IBLfc PCR »f>t* QIAquick 
PCR Purification Kit [ QIAGEN ( Germany ) ] KTttSHU 10° - 10 6 3 
25 tf — / u 1 MLTffll^;, 

cDNA Human Tissue cDNA Panel I Rtf Panel II 

[ CL0NTECH Laboratories, Inc. ( CA, USA)] Sffl^fc. 
TaqMan PCR ©jxJftte: TaqMan Universal PCR Master Mix ( PE /Ht^r 
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2. 7Xl0 5 cells/capsule-em»U +K h-fe>1J— (tlz+a 

10 7-fA-f7lt) Cty Acidification rate?&*£j£Lfc&, Met- 

Enkephalin-Arg-Phe amide (Bachemtt, H-2835) £l0wM(D^T7#2MsWffl 
$i±> Acidification rate<D±#**ffiatilfflliaofiH4<k*aijeLfc. 
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AQ27K#LT#£W£K£T£ nfc (0 5) . 
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3 . mxm i Kt©iei^3- hi-sdnas^wtsdna. 

4. S2J"J#^: 2T*$n-SiftSS?iJ*WrStt*^3lB*©DNA. 

5. »3&S3fE«0DNAfc^WT*ffl&*^**--. 

9 . m#m i te^cDgeMfc u < 2 ih*®^^^ k 
<d m& 14 * $ -a- 3 <k £4*i * « o> &<d 7s $ u - - > tf-fi & . 

20 11. W^iglBS«cDMeMfeb<«if^2|2«0a5^-/5 : -H*^:^(D 
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XT3DNA. 
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